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DEPR: 

The affinity matrix can also be used to capture (isolate) and 
thereby purify 

unknown nucleic acid sequences. For example, an affinity matrix 
can be 

prepared that contains nucleic acid (affinity ligands) that are 
complementary 

to sequences not previously identified, or not previously known 
to be expressed 

in a particular nucleic acid sample. The sample is then 
hybridized to the 

affinity matrix and those sequences that are retained on the 
affinity matrix 

are "unknown" nucleic acids. The retained nucleic acids can be 
eluted from the 

matrix (e.g. at increased temperature, increased destabilizing 
agent 

concentration, or decreased salt) and the nucleic acids can then 
be sequenced 

according to standard methods. 
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TITLE: Method of detecting the presence or absence of a plurality 
of target 

sequences using oligonucleotide tags 



DEPR: 

A panning step may be implemented by providing a sample of 
tag-cDNA conjugates 

each of which contains a capture moiety at an end opposite, or 
distal to, the 

oligonucleotide tag. Preferably, the capture moiety is of a type 
which can be 

released from the tag-cDNA conjugates, so that the tag-cDNA 
conjugates can be 

sequenced with a single-base sequencing method. Such moieties 
may comprise 

biotin, digoxigenin, or like ligands, a triplex binding region, 
or the like. 

Preferably, such a capture moiety comprises a biotin component. 
Biotin may be 

attached to tag-cDNA conjugates by a number of standard 
techniques. If 

appropriate adapters containing PCR primer binding sites are 
attached to 

tag-cDNA conjugates, biotin may be attached by using a 
biotinylated primer in 

an amplification after sampling. Alternatively, if the tag-cDNA 
conjugates are 

inserts of cloning vectors, biotin may be attached after excising 
the tag-cDNA 

conjugates by digestion with an appropriate restriction enzyme 
followed by 

isolation and filling in a protruding strand distal to the tags 
with a DNA 

polymerase in the presence of biotinylated uridine triphosphate. 
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AB Methods are provided for conducting chronic myelogenous leukemia (CML) 
assays to detect or monitor CML cells in a human patient. A sample is 
obtained from the patient and total RNA is extd. The extd. RNA is 
contacted with appropriate primers that surround the bcr2-abl2 or the 
bcr3-abl2 translocation regions of the Philadelphia chromosome, and the 
inter-primer regions are amplified. After amplification, the reaction 
product, if any, is captured onto a solid phase by means of a capture 
agent and is detected by means of a labeled detector agent. The amt . of 
labeled detector agent is correlated with the presence or quantity of CML 
cells in the patient. 
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AB Human chronic myelogenous leukemia (CML) is a clonal hematol. disorder. 

CML is characterized by the t(9:22) chromosome translocation which results 
in translocation of the oncogene abl from chromosome 9 into the breakpoint 
cluster region (bcr) gene on chromosome 22. The cDNA of the normal bcr 
gene was cloned and characterized. The bcr gene codes for a protein of 
1271 amino acids. The open reading frame is preceded by a region high in 
GC. At the 5 1 of this region several GC motifs were identified which are 
probably involved in the initiation of bcr transcription. The bcr 
transcripts of 7.0 and 4.5 kb are expressed in all cell types examd. 
These transcripts share all cDNA sequences analyzed, including the 5' 
untranslated region. The latter as well as 902 or 927 amino acids are 
included within the CML-specific bcr-abl mRNA transcribed from the 
chimeric bcr-abl gene on chromosome 22. In addn. to the complete bcr 
gene, the human genome contains 3 bcr-related genes contg. the last 7 
exons of the intact bcr gene. One of these genes was analyzed in detail 
and showed higher sequence homol . with the latter. The 3 bcr-related 
genes were probably derived from the intact gene by subsequent steps of 
duplication . 
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